(12) EMTERNATIO 



r^J^PPLICATION PUBIilSHED UNDER THE PAT^^COOPERATION TREATY (PCT) 



CORRECTED VERSION] 



(19) World Intellectual Property 
Organization 
International Bureau 

(43) Internationa] Publication Date 
8 July 2004 (08.07.2004) 




PCT 



(10) International Publication Number 

WO 2004/057020 Al 



(51) International Patent Classification 7 : C12Q 1/68 

G01N 33/50 

(21) International Application Number: 

PCT/BR2003/000202 

(22) International Filing Date: 

22 December 2003 (22.12.2003) 



(25) Filing Language: 

(26) Publication Language: 



English 
English 



(30) Priority Data: 

PI 0206903-2 20 December 2002 (20. 12.2002) BR 

(71) Applicants (for all designated States except US): UNI- 
VERSIDADE FEDERAL DE SAO PAULO - UNIFESP 
[BR/BR]; RUA BOTUCATU, 740 VILA CLEMENTHNTO 
05508-900 SAO PAULO (BR). FUNDA£AO DE AM- 
PARO A PESQUISA DO ESTADO DE SAO PAULO 
- FAPESP [BR/BR]; R. Pio XI, 1500, Alto de Lapa, 
05468-150 Sao Paulo (BR). 

(72) Inventors; and 

(75) Inventors/Applicants (for US only): CASARINI, Dulce, 
Elena [BR/BR]; RUA BOTUCATU, 740, 04023-900 
SAO PAULO (BR). MARSON, Odair [BR/BR] ; RUA 
BOTUCATU, 740, 04023-900 SAO PAULO (BR) 



PLAVNIK, Frida, Liane [BR/BR]; RUA BOTUCATU, 
740, 04023-900 SAO PAULO (BR). KRIEGER, Jose, 
Eduardo [BR/BR]; AV. DR. ENEAS CARVALHO 
AGUIAR, 44, 05003-000 SAO PAULO (BR). 

(74) Agent: DI BLASI, Gabriel; Di Blasi, Parente, Soerensen 
Garcia & Associados S/C, Rua do Ouvidor, 121/12° andar, 
Centra, 20040-030 Rio de Janeiro (BR). 

(81) Designated States (national): AE, AG, AL, AM, AT, AU 
AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, CN, CO, CR 
CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI, GB, GD, 
GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, Kr' 
KZ, LC, LK, LR, LS, LT, LU, LV, MA, MD, MG, MK,MN,' 
MW, MX, MZ, NI, NO, NZ, OM, PG, PH, PL PT RO RU 
SC, SD, SE, SG, SK, SL, S Y, TJ, TM, TN, TR, TT, TZ,' UA^ 
UG, US, UZ, VC, VN, YU, ZA, ZM, ZW. 

(84) Designated States (regional): ARIPO patent (BW, GH 
GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW),' 
Eurasian patent (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), 
European patent (AT, BE, BG, CH, CY, CZ, DE, DK, EE, 
ES, FI, FR, GB, GR, HU, IE, IT, LU, MC, NL, PT, RO, SB, 
SI, SK, TR), OAPI patent (BF, BJ, CF, CG, CI, CM, GA, 
GN, GQ, GW, ML, MR, NE, SN, TD, TG). 

Declaration under Rule 4.17: 

— of inventorship (Rule 4.l7(iv))for US only 

[Continued on next page] 



! CO^R^ENZ™ BNTIFICATION QUANTIFICATION OF PROTEINS, ISOFORMS OF THE ANGIOTENSIN 



in 



Norntotensive individuals/ 
Normo tensive parents 



65 kDa 

•190 kDa / 









2> 40 69 m TOD 12) 

fraction 



- - ACS activity on the KHZ. 
subo tract 



ate q 
0.12 g" 

2 I 

0,04 
0 



Normo tensive individuals/ 
Hypertensive parents 




40 80 60 100 120 
fraction 



_ ACS Activity on thm HHL 
•ubBtract 



Hyperteneive individuals/ 
Hypertensive parents 







0.03 


90 kDa/ 






C5 koa 










CUM 


t 




<yi? 


' / ». 






' 1 . 1 U , 1 . 1 . 




0 



1 

•ST 



At 280 nm 

ACB activity on the HHL 



O (57) Abstract: The present invention relates to a method of identification and quantification of proteins, isoforms of angiotensin I 
O convertmg enzyme (ACE), 190-kDa, specially of 90 kDa in tissues, cells and biological fluids, specially in urine, genX Zke 
£ Z Jn^T T 1 hypCrtenSi ° n ° n basis ° f Said P roteins - ™ of mentioned molecular marked agent in careers of 
O hyP f e ™° n and P" ma ^ or secondary renal lesion and kit for using in the diagnosis, risk stratification and therapeutical decision 
^ in artenal hypertens.on. One of the aims of the present invention is to check the potential of the 90 kDa isofoim as a hypertens on 
^ genetic marker isoform and as a prognostic for hypertension. Hypertension 
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